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Tasks Anticipated by FDA for M13A Implementation

« Developing FDA training materials
o Internal and external stakeholders
« Updating the current PSGs to align with the recommendations in M13A

« Updating the FDA’s draft guidance on BE studies with PK Endpoints for Drugs
Submitted under an ANDA

o currently the guidance includes recommendations for both immediate-
release and modified-release products

« Assessing the need to update the BE summary tables

Continuing research on select topics

PSG: Product-Specific Guidance; PK: pharmacokinetic; ANDA: Abbreviated New Drug Application
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FDA Research on Select Topics
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https://www.fda.gov/media/125172/download



https://www.fda.gov/media/154295/download?attachment



https://www.complexgenerics.org/Oral_PBPK_Modeling/

FDA Internal Research

1. *“Evaluating the application of Bayesian Dynamic Borrowing
Approaches in the fed PK BE studies by borrowing the BE
results from the fasting PK studies as ‘informative prior’

2. “Investigating the impact of food-induced fluid viscosity
Increase on disintegration and dissolution of solid oral IR
products”

3. “Using PBPK absorption modeling to evaluate the impact of
food on bioequivalence”
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FOA

pH-Dependency

« Newly introduced general recommendation for an additional BE study*
with concomitant treatment of a pH-modifying drug product (e.g., PPIs) for drugs
showing pH-dependent solubility and dissolution

o lack of sufficient knowledge/experience of almost all regulators, in this topic area

« Can justify not conducting an in vivo study by assessing the bioinequivalence risk,
based on totality of evidence

o pH-solubility profile, impact of excipients, formulation and manufacturing design (e.g., formulation
designed to overcome pH effects), comparative dissolution testing at multiple pHs, modelling, etc.

* FDA recommends an additional fasting BE study in presence of acid-reducing agent in the PSG for
Palbociclib Tablets
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Research to Facilitate Implementation
pH-Dependency

1. Expand the extramural research project on oral PBPK modeling framework to
hypochlorhydria populations

2. FDA Internal research

Using Modeling and Simulations to Support Bioequivalence (BE) Study Design
and Evaluate the Impact of Gastric pH on BE

o Performing virtual bioequivalence simulations

www.fda.gov
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Key Takeaways

* The draft M13A is an ICH guideline under finalization (in Step 3) and will not be
Implemented until the guideline is finalized and adopted by FDA (in Step 5)

« FDA has initiated research to facilitate the implementation of some key
recommendations that present a major change from FDA’s current practice

« FDA intends to update the relevant guidance documents to align with the
recommendations in M13A when it is finalized

« FDA’s current practice and draft M13A offer flexibility. Prospective applicants may
provide appropriate scientific justification, if they propose an alternate approach and
deviate from the guidance recommendations
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Polling Question # 1

FDA will implement the draft ICH M13A guideline

True

False
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Polling Question # 2

The ICH M13 guideline is being developed in 3 series
True

False
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